INTRODUCTION
Bleeding from esophageal varices in cirrhotic patients is considered a life threatening complication despite the improvement of medical and endoscopic lines of treatment with mortality ranging from 15 to 20 % [1].
Correction of coagulopathy which is reflected by elevation of INR by fresh frozen plasma is a common clinical procedure during management of bleeding from esophageal varices. American Association for the Study of Liver Diseases (AASLD) recommends correction of coagulopathy and /or thrombocytopenia by transfusion of fresh frozen plasma and / or platelets in the setting of variceal bleeding [2] .
Because of complexity and dynamic nature of the coagulation process in cirrhotic patients, INR is considered a false method to measure bleeding risk in such patients [3,4,5].
Severe hemorrhage from esophageal varices depends on portal hypertension more than function of the clotting cascade [3] . There are other risk factors of bleeding from varices such as alcohol use, large size and cherry red spots on varices. Size of varices and presence of cherry red spots reflect chronic increase of the intravariceal blood pressure [6] .
PATIENTS AND METHODS
This case control study was conducted at the intensive care unit and the inpatient ward of Tropical Medicine Department at Zagazig University Hospitals in the period from April 2016 to January 2017. Informed consents were obtained from all patients. Approval was obtained from the ethical committee of Faculty of Medicine affiliated to Zagazig University. There were no conflicts of interests nor funding during the study.
Patients with Child Pugh class B or C liver cirrhosis and bleeding or non-bleeding esophageal varices were included in the study. Diagnosis of liver cirrhosis was based on clinical, laboratory and imaging evidences and presence of esophageal varices was proved by upper endoscopy. Hemophiliacs, patients on warfarin treatment, those with TIPS and patients with uremia, heart failure or respiratory failure were execluded from the study.
According to inclusion and exclusion criteria, 202 patients with liver cirrhosis and esophageal varices were included and divided into 2 groups; group 1 (cases) included 101 cirrhotic patients with first attack of bleeding esophageal varices (admitted due to active upper GI bleeding) and group II (controls) included 101 cirrhotic patients without bleeding esophageal varices. Group II patients had esophageal varices proved by previous or current upper GI endoscopy and admitted for causes other than bleeding eg; ascites, SBP and hepatic encephalopathy.
All patients were subjected to full history taking, thorough clinical examination, routine laboratory investigations (CBC, LFT, PT, INR and KFT) and pelvi-abdominal ultrasound performed for all patients by the same operator. Child-Pugh score was determined for every patient accoding to Pugh modification of Child classification of liver cirrhosis [7] .
All patients were subjected to upper gastrointestinal endoscopy performed by the same endoscopist using endoflexible video endoscope (Pentax video unit of endoscopy).
Varices were graded according to the grading system suggested by Thakeb et al. [8] where grade I varices are small straight cords of varices confined to the lower 1/3 of the oesophagus, grade II varices are moderate sized clubbed varices with well-defined areas of normal mucosa in between forming several distinct vertical cords and confined to the lower 1/3 of esophagus, grade III varices are large tortuous varices extending into the proximal half of the esophagus with invisible mucosa in between unless the esophagus is fully distended with air and grade IV varices are varices like those of grade III but with risky signs (dilated capillaries on top, cherry red spots and varix over varix).
Portal hypertensive gastropathy (PHG) was graded according to the grading system suggested by Tanoue et al. [9] where grade 1 PHG is mild redness of the mucosa, grade 2 PHG is severe redness of the mucosa with fine reticular pattern in areas of raised mucosa and grade 3 PHG resembles grade 2 with point bleeding.
Obtained data were collected, tabulated and statistically analyzed using SPSS 22.0 for windows (SPSS Inc., Chicago, IL, USA) and MedCalc 13 for windows (MedCalc Software bvba, Ostend, Belgium). Continuous quantitative variables were expressed as the mean ± SD and median (range) and categorical qualitative variables were expressed as an absolute frequency (number) and a relative frequency (percentage). Continuous data were checked for normality using Shapiro Walk test. Independent samples Student's t-test was used to compare two groups of normally distributed data while Mann-Whitney U test was used for nonnormally distributed data. Categorical data were compared using Chi-square test or Fisher's exact test when appropriate. All tests were two sided. P-value <0.05 was considered statistically significant (S), p-value <0.001 was considered statistically highly significant (HS) and p-value ≥0.05 was considered statistically non-significant (NS). The aim of the present study is to evaluate INR elevation as a risk factor for bleeding from esophageal varices. To achieve this goal, 202 cirrhotic patients with esophageal varices were recruited and divided into two equal groups; the first with first attack of bleeding from esophageal varices (cases) and the second without bleeding esophageal varices (controls).
RESULTS
Regarding age and sex, this study revealed that there is no statistically significant difference between both groups with male predominance in both groups. reported a highly significant difference in presence and severity of thrombocytopenia between bleeders and nonbleeders. We attribute our findings to the fact that thrombocytopenia has nothing to do with initiation of a bleeding episode but it may have a role in defining the severity of the episode or occurrence of rebleeding.
As regard serum bilirubin and albumin, bilirubin level was significantly lower and albumin was significantly higher in bleeders than in nonbleeders. Hshieh et al.
[21] reported similar results as regard bilirubin but reported a non-significant difference as regard albumin. Also, Limquiaco et al. [14] and Ghweil et al.
[18] reported nonsignificant differences in serum bilirubin and albumin between bleeders and non-bleeders. We attribute our results to the fact that we selected our non-bleeder patients from a sector of patients with a greater degree of liver decompensation.
As regard INR, the median admission INR for 1.3 for bleeders and 1.9 for non-bleeders and the statistical difference was highly significant. Difference in results can be attributed to heterogeneity of studied the patients and complexity of the confounding factors. Recruitment of homogenous groups of patients regarding age, sex, NSBB intake, liver function, kidney function, degree of portal hypertension, grade of esophageal varices and co-morbid diseases is nearly impossible in human being. In spite of these heterogeneities, the only risk factor which was confirmed as a predictor of bleeding from esophageal varices is the high grade of varices with presence of risky signs and the only factor about which studies agreed to deny its validity is the INR.
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